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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of . 



16 



. sheets. 



|~X~| It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

( I The international search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23.1(b)). 

b. [x] With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

2. | j Certain claims were found unsearchable (See Box II). 

3. [x] Unity of invention is lacking (see Box III). 

4. With regard to the title, 

|~X~] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

|~x] the text is approved as submitted by the applicant. 

| | the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

| j as suggested by the applicant. 

| | as selected by this Authority, because the applicant failed to suggest a figure. 

j | as selected by this Authority, because this figure better characterizes the invention. 

b. [x] none of the figures is to be published with the abstract. 
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Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1 .b of the first sheet) 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, the international search was carried out on the basis of: 



type of material 

| x | a sequence listing 

[ | table(s) related to the sequence listing 



format of material 

in written format 



2. 



| X | j n computer readable form 

c. time of filing/furnishing 

| X | contained in the international application as filed 

| X | filed together with the international application in computer readable form 
| | furnished subsequently to this Authority for the purpose of search 

I In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 

application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



3. Additional comments: 
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Box II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box III Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

1 . I ] As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I 1 searchable claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' 1 covers only those claims for which fees were paid, specifically claims Nos.: 




because they relate to subject matter not required to be searched by this Authority, namely: 




because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 





4. 



No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



1, 6-8, 18, 19, 24 (completely); 4, 9-10, 10-17, 24 (partially) 



Remark on Protest 





No protest accompanied the payment of additional search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/1SA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. claims: 1, 4 in part, 6-8, 9-10 in part, 13-17 in part, 18, 19, 

24 in part 

Use of ADAM 12 protein or a nucleic acid molecule comprising 
a nucleic acid with a sequence of ADAM 12 for diagnosis of 
preeclampsia or a related syndrome; or a method for 
diagnosis of preeclampsia or a related syndrome comprising: 
i) bringing a biopsy or bodily fluid sample in contact with 
a nucleic acid molecule comprising a nucleic acid with a 
sequence of ADAM 12, and ii) detecting the binding of the 
nucleic acid; or the use of a nucleic acid molecule 
comprising a nucleic acid with a sequence of ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a nucleic acid molecule comprising 
a nucleic acid with a sequence of ADAM 12; or use of a 
nucleic acid molecule with a sequence of ADAM 12 for the 
manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome. 



2. claims: 2-5 in part, 9-10 in part, 11, 12, 13-17 in part, 20-28 

in part 



International Application No. PCT/ EP2004/ 011632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
composition. Wherein the ligand or inhibitor is a 
disintegrin domain metal loproteinase inhibitors, in 
particular KB-R7785 or a derivative thereof. 



3. claims: 2-5 in part, 9-17 in part, 20-28 in part 



International Application No. PCT/ EP2004/ 011632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
composition. Wherein the ligand or inhibitor is a TIMP, in 
particular TIMP-1, TIMP-2, or TIMP-3. 



4. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 23-28 

in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is IGFBP-3 or IGFBP-5. 



5. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 23-28 

in part 



International Application No. PCT/ EP2004/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is HB-EGF. 



6. claims: 2-5 in part, 9-17 in part, 20-28 in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
composition. Wherein the ligand or inhibitor is 
al pha2-macrogl obul i n . 



7. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 23-28 

in part 



International Application No. PCT/ EP2004/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is PKC-delta. 



8. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 23-28 

in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is alpha-actinin or alpha-actinin-2. 



9. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 23-28 

in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is src. 



International Application No. PCTV EP20O4/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



10. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 

23-28 in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is Grb-2. 



11. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 

23-28 in part 

Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12. 
Wherein the ligand is syndecan-4. 



12. claims: 2-5 in part, 9-17 in part, 20-28 in part 



International Application No. PCTY EP20O4/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
composition. Wherein the ligand or inhibitor is an antibody, 
or the ligand is a nucleic acid or protein aptamer. 



13. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 

23-28 in part 



International Application No. PCTV EP2004/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
composi tion. 

Wherein the ligand or inhibitor is P-LAP. 



14. claims: 2-5 in part, 9-17 in part, 20 in part, 21 in part, 

23-28 in part 



4 



International Application No. PCT/ EP2004/ 01 1632 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Use of a ligand binding specifically to ADAM 12 for 
diagnosis of preeclampsia or related syndrome; or a method 
for the identification of ligands binding specifically to 
ADAM 12 comprising contacting ADAM 12 with at least one 
candidate for a ligand, and ii) measuring the binding of the 
candidate for a ligand to ADAM 12; or a method for diagnosis 
of preeclampsia or a related syndrome comprising: i) 
bringing a biopsy or bodily fluid sample in contact with a 
specifically binding ligand to ADAM 12 and ii) detecting 
the binding of ligand; 

or the use of a ligand binding to ADAM 12 for the 
manufacture of a diagnostic for the diagnosis of 
preeclampsia or a related syndrome; or a diagnostic or a 
diagnostic kit containing a ligand binding to ADAM 12; or 
use of an inhibitor of the biological activity ADAM 12 for 
the manufacture of a medicament for the treatment of 
preeclampsia or a related syndrome; or use of ADAM 12 for 
the identification of an inhibitor of ADAM 12; 
a method for identification of an inhibitor of the 
biological activity of ADAM 12 comprising: i) contacting 
ADAM 12 with a suitable substrate, and ii) measuring the 
decrease in processing of the substrate in the presence as 
compared to the absence of a candidate for an inhibitor 
molecule; a method for the preparation of a pharmaceutical 
composition wherein an inhibitor of ADAM 12 synthesized in 
adequate amounts, and formulated into a pharmaceutical 
compos i tion. 

Wherein the ligand or inhibitor is not comprised in the 
above-mentioned subjects 1-13. 
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Category ° 



Citation of document, with indication, where appropriate, of the relevant passages 



GILPIN B J ET AL: "A novel, secreted form 
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JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN 
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"X" document of particular relevance; the claimed invention 
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involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
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Metal loproteinase inhibitors as a new 

therapy" 

NATURE MEDICINE, NATURE AMERICA, NEW YORK, 
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pages 35-40, XP002965243 
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PANG Z J ET AL: "Expression profile of 
trophoblast invasion-associated genes in 
the pre-eclamptic placenta." 
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ISSN: 0967-4845 
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6-10, 
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